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AB Nucleosides I were prepared, wherein R is hydrogen or lower alkyl; Rl is 

alkyl, cycloalkyl, aryl, or heteroaryl; R and YR3 when taken together with 
the nitrogen atom to which they are attached represents heterocyclyl ; R2 
is hydrogen, halo, trif luoromethyl, acyl, or cyano; R2 is cycloalkyl, 
aryl; heteroaryl, or heterocyclyl, R4 and R5 are independently hydrogen or 
acyl; and X and Y are independently a covalent bond or alkylene; with the 
proviso that when R3 is Me and Y is a covalent bond, R3 cannot be Ph when 
X is methylene or ethylene that are that are partial and full Al adenosine 
receptor agonists, useful for treating various disease states, in 
particular dyslipidemia, diabetes, decreased insulin 
sensitivity, polycystic ovarian syndrome, and obesity. The 
disease state is chosen from atrial fibrillation, supraventricular 
tachycardias and atrial flutter, congestive heart failure, antilipolytic 
effects in adipocytes, epilepsy, stroke, dyslipidemia, obesity, 
diabetes, insulin resistance, Polycystic Ovarian Syndrome, 
Stein-Leventhal syndrome, decreased glucose tolerance, 
non-insulin-dependent diabetes mellitus, Type II 
diabetes, Type I diabetes, ischemia, including stable 

angina, unstable angina, cardiac transplant, and myocardial infarction. 
Thus, (4S, 5S, 3R) -2- [ 6- ( cyclopentylamino) purin-9-yl ] -5- [ (2- 

fluorophenylthio)methyl] oxolane-3, 4-diol was prepared and tested in rats as 
agonist of Al adenosine receptor. 
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AB The invention discloses human glucagon-like peptide-1 (GLP-1) peptide 

mimics that mimic the biol. activity of the native GLP-1 peptide and thus 
are useful for the treatment or prevention of diseases or disorders 
associated with GLP activity. Further, the invention provides novel, chemical 
modified peptides that not only stimulate insulin secretion in type II 
diabetics, but also produce other beneficial insulinotropic responses. 
These synthetic peptide GLP-1 mimics exhibit increased stability to 
proteolytic cleavage making them ideal therapeutic candidates for oral or 
parenteral administration. 

REFERENCE COUNT: 122 THERE ARE 122 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN THE RE 
FORMAT 
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Preparation of phenoxyalkanoic acid derivatives as 
hPPAR activators for treatment of diabetes 
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Cadilla, Rodolfo; Henke, Brad Richard; Lambert, 
Millard H., Ill; Liu, Guangcheng Kevin; Smith, 
Jennifer Susan 

Smithkline Beecham Corporation, USA 
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AB Title compds. I [wherein Rl and R2 = independently H, F, CF3, or alkyl; or 
CR1R2 = cycloalkyl; R3 = (un) substituted heteroaryl; R4 and R5 = 
independently H, (perfluoro) alkyl, (perf luoro ) alkoxy , halo, or CN; R6 = 
(un) substituted Ph or heteroaryl; R7 and R8 = independently H, F, CF3, or 
alkyl with the proviso that the C to which R7 and R8 are bonded is either 
meta or para to the depicted O; m and n = independently 1-2; or 
pharmaceutically acceptable salts, solvates, acid isosteres, or 
hydrolyzable esters thereof] were prepared as human peroxisome proliferator 
activated receptor (hPPAR) activators (no data) . For example, Me 
2- [ 4- [ 2- [ [2, 4 -bis ( trif luoromethyl ) benzyl ] amino] ethyl ] phenoxy ] -2- 
methylpropanoate was coupled with 2-chloro-5-ethylpyrimidine using DIEA in 
toluene to give the tertiary amine (38%) . Hydrolysis of the ester with 
NaOH provided II (48%). Methods for treating diseases or conditions 
associated with hPPARa, hPPARy, or hPPARS, such as 

diabetes and cardiovascular diseases, comprising administration of 



a therapeutically effective amount of I or a pharmaceutical composition 
comprising I are also disclosed (no data) . 
REFERENCE COUNT: 10 THERE ARE 10 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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■ and improved method for treati. 



OTHER SOURCE(S): MARPAT 139:250279 

AB The present invention relates to 

diabetes and or its associated complications by modulating the 
activity of protein tyrosine phosphatase IB (PTP-1B) . The inventive 
compds . modulate the activity PTP-1B by binding to a novel binding site 
referred herein as the PTP-1B exosite that is distal to the active site of 
PTP-1B. The present invention also relates to a new and improved method 
of treating immune system disorders by modulating the activity of T-cell 
protein tyrosine phosphatase (TC-PTP). The inventive compds. modulate the 
activity of TC-PTP by binding to a novel binding site referred herein as 
the TC-PTP exosite that is distal to the active site of PTP-1B. 

REFERENCE COUNT: 1 THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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R3-X— S^* OR4 I 




AB Disclosed are nucleosides I, were prepared wherein: R is hydrogen or lower 
alkyl; Rl is alkyl, cycloalkyl, aryl, or heteroaryl; R and YR3 when taken 
together with the nitrogen atom to which they are attached represents 
heterocyclyl ; R2 is hydrogen, halo, trif luoromethyl , acyl, or cyano; R2 is 
cycloalkyl, aryl; heteroaryl, or heterocyclyl, R4 and R5 are independently 
hydrogen or acyl; and X and Y are independently a covalent bond or 
alkylene; with the proviso that when R3 is Me and Y is a covalent bond, R3 
cannot be Ph when X is methylene or ethylene that are partial and full Al 
adenosine receptor agonists, useful for treating various disease states, 
in particular atrial fibrillation, supraventricular tachycardia and atrial 
flutter, congestive heart failure, epilepsy, stroke, diabetes, 
obesity, ischemia, stable angina, unstable angina, cardiac 

transplant, and myocardial infarction. Thus, nucleoside II was prepared as 
partial and full agonist of Al adenosine receptor for treatment of heart 
diseases. Various formulation such as tablets, capsules, suppositories, 
injection, are reported. 
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AB AXNR3NR1CR2R4 (CH2 ) nBKmD [Rl, R2 H, alkyl; R1R2 = bond; R3 , R4 = H, alkyl; 



n = 0-3; m = 0, 1; X = CO, CS, CNR5, S02; R5 = H, alkyl, aralkyl, OR6 ; R6 
= H, alkyl, aryl, aralkyl; A = (substituted) Ph, pyridyl, pyrimidyl, 
naphthyl, indolyl, benzotriazolyl, benzimidazolyl , triazolyl, pyrazolyl, 
imidazolyl, etc.; B = (substituted) azinyl, benzazinyl, naphthyl, azolyl, 
etc.; D = H, (substituted) Ph, azinyl, benzazinyl, naphthyl, azolyl, etc.; 
K = Lc(CH2)b(CR3aR3b)p(CH2)aMf (CH2 ) c (CR4aR4b) q (CH2 ) d; R3a, R3b, R4a, R4b = 
H, halo, CN, CF3, OCF3, OCH2CF3, N02, OR24, NR24aR25a, alkyl, aryl, 
aralkyl, SCF3, SR24a, CHF2, OCHF2, OCF2CHF2, OS02CF3, CONR24aR25a, 
CH2CONR24aR25a, OCH2CONR24aR25a, CH20R24a, CH2NR24aR25a, 02CR24a, C02R24a; 
R24 = H, alkyl, aryl, aralkyl, etc.; R24a, R25a = H, COR26a, S02R26a, 
alkyl, aryl, aralkyl; R26a = H, alkyl, aryl, aralkyl; R3aR3b, R4a R4b, 
R3aR4b = (CH2)i; i = 1-4; a, b, c, d = 0-4; e, f, p = 0-1; L, M = 0, S, 
CH:CH, C.tplbond.C, CO, SO, S02, etc.], were prepared as antidiabetics (no 
data) . Thus, 3-chloro-4-hydroxybenzoic acid hydrazide, 

4- (3, 5-bis-trif luoromethylbenzyloxy) -1-naphthaldehyde, and catalytic HOAc 
were stirred together overnight in Me2SO to give 3-chloro-4-hydroxybenzoic 
acid [4- (3, 5-bis-trif luoromethylbenzyloxy ) -1-naphthylmethylene ] hydrazide. 
Pharmaceutical compns. containing title compds . are claimed. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 



AB Title heterocycles I and II [wherein Arl = (un ) substituted Ph; Ar2 = 
(un) substituted (hetero) aryl; Rl = H, OH, alkoxy, or (un) substituted 
alkyl; W = S or 0; X = S or 0; Y = organic radical comprising 1-15 C atoms; 
and pharmaceutically acceptable salts thereof] were prepared as phosphatase 
inhibitors. For example, 3-f luoro-4-hydroxybromobenzene was alkylated 
with 1-adamantanol to give 3- (adamantan-l-yl ) -4-hydroxy-5- 

f luorobromobenzene (45%), which was O-protected with t-butyldimethylsilyl 
chloride (94%) . Coupling with 3-f ormylphenylboronic acid in the presence 
of Na2C03 and Pd(PPh3)4 in toluene, EtOH, and H20 afforded the substituted 
benzaldehyde (77%). Deprotection (80%) followed by condensation with 
rhodanine and reaction with morpholine in AcOH and toluene provided III 
(73%). Representative compds . of the invention inhibited recombinant 
human Cdc25A at concns. of 1 (.iM and 10 and killed significant 
percentages of breast cancer, prostate cancer, non-small-cell lung cancer, 
and pancreatic cancer cells at concns. in the range of 10-7 M to 10-5 M or 
higher. Thus, I, II, and pharmaceutical compns. thereof are useful in the 
treatment of diseases related to uncontrolled cellular proliferation, such 
as cancer or precancerous conditions. In addition, I and II are also useful 
for modulating lipid and/or carbohydrate metabolism, and treating Type II 
diabetes, hyperglycemia, or obesity, and for treating 
inflammatory diseases, such as arthritis (no data) . 
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AB The invention relates to tyrosine hydrazides (I), [R, Rl = independently 
H, OH, OR5, SR5 , SOR5, S02R5, halogen, or together -OCH20-; R2, R3 
independently = H, OH, OR5, SR5, S0R5, S02R5, R5, halogen or together 
-OCH20-; R5 = (F and/or CI substituted) -alkyl, cycloalkyl, 
alkylene-cycloalkyl, or alkenyl] , in L-, D-, or DL-form, and to the 
physiol. acceptable salts and/or solvates thereof. Said tyrosine 
hydrazides inhibit phosphodiesterase IV (no data) and can be used for 
treating the following diseases: allergic complaints, asthma, chronic 
bronchitis, atopic dermatitis, psoriasis and other skin diseases, 
inflammatory diseases, auto-immune diseases, such as e.g. rheumatoid 
arthritis, multiple sclerosis, Crohn's disease, diabetes or 
ulcerative colitis, osteoporosis, transplant rejection reactions, 
cachexia, tumor growth or tumor metastases, sepsis, memory defects, 
arteriosclerosis and AIDS (no data) . Said tyrosine hydrazides can also be 
used to inhibit the formation of TNFa. Thus, 

L- [ l-hydrazinocarbonyl-2- ( 4-hydroxyphenyl ) ethyl ] carbamic acid benzyl ester 
was reacted with 3-ethoxy-4-methoxy-benzaldehyde to give L-I (R = MeO, Rl 
= EtO; R2, R3 = H) (no data). 
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for treating a variety of diseases 
compds. having a target therapeutic activity are described, 
preparation 
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Pyruvate derivs. A-X-CH2C ( : W) CO-Z and A-X-CH : C (W) CO-Z [A = (un) substituted 



( cyclo ) alkyl , aryl, aralkyl, heteroaryl, heteroaralkyl , heterocyclyl , 
heterocycloalkyl, nucleoside, amino acid, di-, tri- or tetrapeptide, 
CH2COC02R ' , or CH : C (OH) C02R ' , where R' = H, (un) substituted (cyclo)alkyl 
or aryl; X = NR ' , S, SO, S02, S-Y-S [Y = (un ) substituted aryl, heteroaryl, 
nucleoside, amino acid, di, tri- or tetrapeptide] , or a covalent bond to 
the sulfur atom of Cys or to the nitrogen atom of optionally substituted 
heterocyclyl; W = :0, : NORa, : NNRbRc, or N (OH) Rd, where Ra = H, 
(un) substituted alkyl, aryl, aralkyl, or alkenyl; Rb = H, (un) substituted 
( cyclo ) alkyl , aryl, or aralkyl; Rc = H or (un) substituted alkyl; or RbRcN 
= 5- to 7-membered heterocyclyl; Rd = H, acyl, or (un) substituted alkyl; Z 
= OR, SR, or NRbRc, where R = (un ) substituted ( cyclo ) alkyl , aryl, aralkyl, 
heteroaryl, heteroaralkyl, heterocyclyl, or heterocycloalkyl] or their 
pharmaceutically-acceptable salts were prepared for treating a number of 
conditions characterized by oxidative stress. Certain known and novel 
pyruvate derivs. are particularly active in restoring or preserving 
metabolic integrity in oxidatively competent cells that have been 
subjected to oxygen deprivation. Thus, 
2-amino-4- [1- ( carboxymethylcarbamoyl ) -2- [2-oxo-2- 

(pentyloxycarbonyl) ethylsulf anyl ] ethylcarbamoyl ] butyric acid (claimed 
compound) was prepared from 3-bromopyruvic acid, pentanol, and glutathione. 
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AB The title compds . [I; Rl = alkyl, alkenyl, cycloalkyl, etc.; X = 

(CH2 ) mZn (CR2R3 ) o (CH2 ) pVq (wherein m, p = 0-4; n, o, q = 0-1; Z, V = 0, NH, 
CO, etc.; R2, R3 = H, alkyl, OH); Y = (un ) substituted (hetero) aryl, 
cycloalkyl, cycloalkenyl ; with the provisos] , useful in the treatment of 
diseases and disorders related to overweight or obesity such as 
eating disorders, diabetes and impaired glucose 

tolerance (IGT), were prepared and formulated. Thus, amidation of 
3- ( 4-chlorobenzoyl ) -3-oxopropionic acid with 1-cyclopentylpiperazine 
afforded 88% II.HC1. 
REFERENCE COUNT: 2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



